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Introduction

o RAISE-XT (NCT04225871), a Phase 3, multicenter, open-label
extension study, showed clinically meaningful and sustained
improvements in MG-specific outcomes in patients with gMG

during treatment with zilucoplan, a potent complement
C5 inhibitor, up to Week 120!

e Patients with late-onset MG have a greater comorbidity burden
than those with early-onset disease?

— Quality of life for patients with late-onset MG may also
be worse?

 Here, we evaluated the efficacy of zilucoplan in patients with
anti-AChR Ab+ gMG in subgroups defined by age of gMG onset

Methods

e Adults with anti-AChR Ab+ gMG who completed the Phase 2
(NCT03315130) or Phase 3 RCT (NCT04115293; RAISE) could enter
RAISE-XT and self-administer daily subcutaneous zilucoplan
0.3 mg/kg injections®

e In this post hoc analysis, we report CFB to Week 120 in the early-
(<50 years) and late- (>50 years) onset subgroups for the following
outcome scores:

— MG-ADL

- QMG

— MG-QolL15r

— Neuro-QolL Short Form Fatigue

e The primary outcome of RAISE-XT was incidence of TEAEs;* safety
for each age-of-onset subgroup was also assessed

e The interim data cut-off date for RAISE-XT was November 11, 2023

Table1l Disease severity was comparable between
both age-of-onset subgroups at baseline

Early onset Late onset
(N=106) (N=77)
Age, years, mean (SD) 43.9 (12.4) 66.2 (5.6)
Sex, male, n (%) 30 (28.3) 53 (68.8)
Il 26 (24.5) 28 (36.4)
MGFA Clinical
Class, n (%) Il 73 (68.9) 44 (57.1)
vV 7 (6.6) 5 (6.5)
MG-ADL score, mean (SD) 6.3 (4.5) 6.7 (4.2)
QMG score, mean (SD) 14.0 (6.0) 14.2 (5.8)
Prior thymectomy, n (%) 73 (68.9) 15 (19.5)
Prior MG crisis, n (%) 39 (36.8) 20 (26.0)
Thymoma diagnosis, n (%) 32 (30.2) 11 (14.3)
Duration of disease, years, mean (SD) 13.1(11.2) 4.2 (3.8)
CS 99 (934) 63 (81.8)
Baseline
gMG-specific ISTs 86 (81.1) 47 (61.0)
therapies, n (%)
Cholinesterase inhibitors 104 (98.1) 73 (94.8)

mITT population, which included all patients enrolled in RAISE-XT who received at least one dose of
zilucoplan and had at least one post-dosing MG-ADL score. Categories with notable differences between
subgroups have been shaded in grey.

Incidence of TEAEs was similar between
early- and late-onset subgroups

Table 2

Early onset Late onset

(N=106) (N=77)
Any TEAE, n (%) 102 (96.2) 75 (974)
Serious TEAE, n (%) 36 (34.0) 38 (494)

Treatment-related serious TEAE, n (%) 3(2.8) 1(1.3)

TEAE rfasulting in peormanent withdrawal 13 (12.3) 8 (10.4)
from zilucoplan, n (%)
Treatment-related TEAE, n (%) 41 (38.7) 26 (33.8)
Severe TEAE, n (%) 31 (29.2) 32 (41.6)
Deaths, n (%) 1(0.9) 3 (3.9)

Safety set, which included all patients who received at least one dose of zilucoplan in RAISE-XT.
None of the deaths were related to zilucoplan.

Abbreviations: Ab+, antibody positive; AChR, acetylcholine receptor; C5, component 5; CFB, change from baseline;
CS, corticosteroids; gMG, generalized myasthenia gravis; ISTs, immunosuppressants; MG, myasthenia gravis; MG-ADL,
Myasthenia Gravis Activities of Daily Living; MGFA, Myasthenia Gravis Foundation of America; MG-QolL15r, Myasthenia
Gravis Quality of Life 15-item revised; mITT, modified intention to treat; Neuro-Qol, Quality of Life in Neurological
Disorders; QMG, Quantitative Myasthenia Gravis; RCT, randomized controlled trial; SD, standard deviation; SE, standard
error; TEAE, treatment-emergent adverse event.
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Results

e Overall, 106 and // patients were included in the early- and
late-onset subgroups, respectively (Table 1)

— Severity of disease at baseline was similar between the
two subgroups

— A greater proportion of patients in the early-onset subgroup
received CS and ISTs, and had prior MG crises, prior thymectomy
and thymoma diagnosis at baseline compared
with the late-onset subgroup

e |Improvements observed in MG-ADL and QMG scores were
sustained through to Week 120 in both early- and late-onset
subgroups (Figure 1)

 Improvements were also observed for MG-QolL15r and Neuro-
QoL Short Form Fatigue scores at Week 120 in both age-of-onset
subgroups (Figure 2)

— Mean CFB scores were higher in early-onset subgroup
compared with the late-onset subgroup, which may be due
to different impact on quality of life in patients with early- and
late-onset MG?

— There is no established clinically meaningful change threshold
for MG-QolL15r

e In the RAISE-XT overall population, TEAEs occurred in
97.0% (n/N=194/200) of patients

— The incidence of TEAEs was generally balanced between the two
age-of-onset subgroups (Table 2)

— Patients in the late-onset subgroup experienced more serious
and severe TEAEs compared with the early-onset subgroup;
however, treatment-related TEAEs were lower in late-onset
subgroup compared with the early-onset subgroup

Figure 1
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Summary and conclusions

In this post hoc analysis, we
assessed the long-term effect
of zilucoplan in subgroups
defined by age of onset in
patients with gMG in RAISE-XT

o=

—_—

RAISE-XT

Improvements were
sustained for MG-specific
outcomes at Week 120 in
both age-of-onset subgroups

Zilucoplan was generally
well tolerated in both
age-of-onset subgroups

These data highlight that
zilucoplan demonstrated
long-term efficacy, irrespective
of age at gMG onset

Improvements in MG-ADL and QMG scores were sustained through to Week 120 for both
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Figure 2 At Week 120, improvement from baseline was observed across MG-QoL15r and Neuro-QoL Short
Form Fatigue scores in both age-of-onset subgroups
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